ABSTRACT
Sequence comparisons allow biologists to identify protein homologies and to derive functional and/or structural information (Rost and Sander, 1996) . However, the lower the Sequence Identity (SI), the harder it is to detect similarity and to align sequences. Threaders can detect distant homologs with SI as low as 10% despite the high signal-to-noise ratio. However their performance varied from one target to another. The current rate of success reaches at best 40% for distantly related structures (Bujnicki et al., 2001) . Usually, different threaders find similar compatible folds but their sequence-structure alignments differ.
Here, we present our approach for the evaluation of threading results. Our web server facilitates the access to various threading methods through a single, user-friendly web interface. Users submit a protein sequence to the server in single letter amino acid code and select among five distinct protein structure prediction servers: (i) the PDB-BLAST server a 3D oriented, BLAST-based similarity search tool developed by Adam Godzik; (ii) Jpred2 a secondary structure prediction server (Cuff et al., 1998) ; (iii) 3D-PSSM, a threader using 1D and 3D sequence profiles coupled with secondary structure and solvation * To whom correspondence should be addressed. potential information (Kelley et al., 2000) ; (iv) mGenThreader, a multiple sequence profile-based threader (Jones, 1999); and (v) FUGUE (Shi et al., 2000) , a new threader searching the HOMSTRAD profile database (Mizuguchi et al., 1998) .
The output of the selected methods are incorporated into a common HTML page. It facilitates the comparisons of the fold assignments and/or secondary structure predictions, in order to help choose the best template as well as the best available alignment.
Two similar tools were recently developed: the Structure Prediction Meta Server http://BioInfo.PL/meta/meta.html and THREADLIZE (Pazos et al., 1999) . The latter has no web-interface, while the former gives access to a larger number of methods without common evaluation of the various structural alignments. Furthermore, our threading server is directly connected to two servers dedicated to structural alignment refinement and molecular modeling (Douguet et al., to be described elsewhere).
As an example, the human copper transporter Hah1, the crystal structure of which was recently solved (Wernimont et al., 2000) , was analyzed. Correct identification of the compatible folds is obtained even at very low SI (e.g. 12% with PDB 1FXD as shown in Figure 1) . A similar approach was previously applied to correctly model this protein at 20% SI (Hung et al., 1998) . Fig. 1 . Example of pairwise alignments produced by one of the selected methods. Secondary structure assignment is highlighted for the templates (here α are underlined and β are in bold). The output also displays links to the PDB entry, the server score, the 3D compatibility score, the percentage of sequence identity and the label of the chain.
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